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con toan bo sau 5 nam la xap xi 80% va & nhdm
bénh nhan dat dugc dap 'ng hoan toan trén lam
sang thi ti I€ nay la 92%. [6] Nhu vay, chidng ta
¢ thé thdy tién lugng cla cac bénh nhan UTTH
di can diéu tri bang phac d6 BEP la tuong ddi
tot, dac biét la 8 nhdm dat dugc dap Ung tot
trén lam sang.

Vé tac dung trén hé tao huyét, két qua
nghién clu cta chdng t6i cho thdy phac d6 BEP
c6 doc tinh tuong doi thuGng gap trén hé tao
huyét, dac biét la trén bach cdu da nhéan trung
tinh v&i 33,3% cac bénh nhan gap ha bach cau
do III va 22,2% gap ha bach cau dé 4, do dé
qua trinh diéu tri cia bénh nhan cling thudng
gap gian doan. Thi€u mau cling la dbc tinh hay
gap, chiém 47,2% cac trudng hdp, tuy nhién
ching toi chi gap thi€u mau mic do I va II,
khéng gdy anh hudng nhiéu Ién qua trinh diéu
tri. DOc tinh trén hé tao huyét trong nghién cliu
clia chung t6i cd ti 1€ cao hon so véi cac nghién
clfu nudc ngoai. Theo S.Culine va cs, ti 1€ ha
bach cau do III, IV la 45%, ti Ié thiéu mau chiém
9,2%. [5] Két qua nghién clru ctia Renu Madan
va cs thi ti I& ha bach cau ciing thudng gap vdi ti
€ 62,5%, tuy nhién ha bach cau do III, IV chi
gép VvGi ti 1€ 10,1%. [7] Su khac biét nay cé thé
giai thich do yéu to ching téc. Cac tac dung phu
ngoai hé tao huyét déu & mic doé nhe, chu yéu
dd 1 va dd 2, c6 thé kiém soat dugc bang cac
thudc ho trg khi diéu tri ung thu.

V. KET LUAN
Phac d6 BEP ap dung cho cac cac bénh nhan
ung thu tinh hoan giai doan di can trong nghién
clru nay dem lai hiéu qua kiém soat bénh va ting
thdi gian séng thém toan bd dang ké. Cu thé la:
— Dénh gid dap Ung theo RECIST, ti I& kiém
soat dudc bénh chiém 79,6% trong dé c6 22,2%

dap Ung hoan toan, dap ’ng moét phan chiém
55,7%, bénh 6n dinh 2,8%.

— Giam bach cau trung tinh dé 3, 4 lan lugt la
33,3% va 22,2%, giam huyét sic t& g3p & 47,2%
cac trudng hdp, tat ca déu la do I va II. boc tinh
trén gan, than it gap, cha yéu la do I va do 1II.

— Thdi gian s6ng thém toan bd trung binh la
75,5 = 5,7 thang. Ti |é sGng thém toan bo tai
thi diém 5 ndm la 77,8%.
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Muc tiéu: Trong nhitng ndm gan day, chét ic ché
thu thé yéu t6 tang trudng bi€u mé Cetuximab da
chirng minh vai trd quan trong cla nd khi két hgp vdi
hoéa chat trong diéu tri ung thu dai trang giai doan IV
khéng cé dot bién gen RAS/BRAF!. Chung toi thuc
hién nghién cltu nay nham danh gid két qua va tac
dung khéng mong mudn cua phac doé trén doi tugng
bénh nhan tai bénh vién K. Poi tugng va phucng
phap nghién ciru: Nghién cllu md ta, hdi clu trén
40 bénh nhén chan doan ung thu dai tryc trang giai
doan 1V khong mang dét bién RAS/BRAF tai bénh vién
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K tir thang 7/2017 t6i 8/2022, dugc diéu tri phdi hgp
Cetuximab vGi hda chat phac d6 mFOLFOX6 hoac
mFOLFIRI. Két qua: Ty |é dap ('ng toan bd (ORR) la
57,5%, trung vi thGi gian song thém khong tié€n trién
(PFS) 1a 12,0 thang, trung vi thdi gian song thém toan
bo (0OS) la 31,0 thang. Cac dung phu hay gap nhét la
tiéu chay (60%), tang men gan (50%) va viém da
dang triing ca (40%), trong do chd yéu la mirc do 1-2
V@i ti 1€ [an lugt l1a 55%, 47,5% va 25%; khong cd tac
dung phu tram trong nao dugc ghi nhan. Két luan:
Cetuximab két hgp hda chat cho ty Ié dap Ung cao,
thdi gian s6ng thém PFS, OS kéo dai, bénh nhan dung
nap tot.

Tur khoa: cetuximab, ung thu dai truc trang giai
doan IV

SUMMARY
EFFICACY OF CETUXIMAB COMBINED
WITH CHEMOTHERAPY IN STAGE 1V
COLORECTAL CANCER AT K HOSPITAL
Background: In recent years, the epithelial
growth factor receptor inhibitor Cetuximab has
demonstrated its important role in the combination
with chemotherapy in the treatment of RAS/BRAF
wild-type stage IV colon cancer. We carried out this
study to evaluate the efficacy and adverse events of
the regimen at K hospital. Subjects and methods:
This is a descriptive study on 40 patients diagnosed
with stage IV colorectal cancer without RAS/BRAF
mutations at K hospital from July 2017 to August 2022
that were treated with Cetuximab combined with
chemotherapy regimens of mFOLFOX6 or mFOLFIRI.
Results: Overall response rate (ORR) was 57.5%,
median progression-free survival (PFS) was 12.0
months, median overall survival (OS) was 31.0
months. The most common side effects are diarrhea
(60%), increased liver enzymes (50%) and acne-form
dermatitis (40%), mainly in grade 1 and 2 with the
rate of 55%, 47.5% and 25% respectively; no serious
adverse events were noted. Conclusion: Cetuximab
combined with chemotherapy resulted in high
response rate, long progression-free and overall
survival and was well tolerated by patients.
Keywords: cetuximab, stage IV colorectal cancer.

I. DAT VAN DE

Thu thé yé&u t6 tdng trudng biéu mé (EGFR) la
mot glycoprotein xuyén mang thudc ho thu thé
yéu t6 tdng trudng bi€u bi & ngudi (HER). EGFR
va cac phdi tr cia nd cé vai tro quan trong trong
diéu chinh su tang sinh, ton tai va biét héa cla
t€ bao?. Dua trén cd ché nay, cac loai thudc
chdng ung thu mdi (c ché EGFR da ra ddi, trong
dé phai k& dén Cetuximab. Vai trd cla
Cetuximab két hgp vdi hoa tri trong ung thu dai
trang giai doan IV khong cd dét bién gen KRAS
da dugc chirng minh qua thtr nghiém CRYSTALS,
cai thién ti Ié dap Ung cling nhu thai gian s6ng
thém khong tién trién va thdi gian s6ng thém
toan bo. Tai Viét Nam, chua cé nhiéu nghién ctu
vé hiéu qua cling nhu doc tinh cua phac do nay;

do dé, ching téi ti€n hanh nghién clru dé tai vdi
hai muc tiéu: (1) banh gid két qua diéu tri
Cetuximab két hgp hoa chét trén bénh nhan ung
thu dai truc trang giai doan 1V tai bénh vién K va
(2) nhén xét mét s6'tac dung khdéng mong mudn
trong nhom bénh nhan nghién culi.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi tuong nghién ciru. Ddi tuong
nghién citu bao gébm 40 bénh nhan dugc chan
doan ung thu dai truc trang giai doan IV khong
c6 dot bién RAS/BRAF, diéu tri vGi phac do
Cetuximab két hop hda chat tai bénh vién K tir
thang 7/2017 t&i thang 8/2022.

Tiéu chuédn lua chon bao gém: Bénh nhan
tr 18 tudi trd 1én, dudc chan doan xac dinh 1 ung
thu dai truc trang giai doan IV khéng cd kha ndng
phau thuét triét can; diém toan trang ECOG tur 0
dén 2; bénh nhan dugc diéu tri phac do Cetuximab
két hogp hda chat; cac chi s6 xét nghiém té€ bao
mau, chlfc nang gan va than dam bao (s lugng
bach cdu > 1,5x10°G/L, tiéu cdu > 75x10°G/L,
hemoglobin > 80g/L; bilirubin < 1,5[an gigi han
binh thudng trén, gia tri ALT, AST < 100U/L;
creatinine trong gidi han binh thudng).

2.2. Thiét ké nghién ciru. bay la mot
nghién cu moé ta: héi cu 40 bénh nhan dugc
lra chon vao nghién cttu theo phuong phap chon
mau thuan tién. Thong tin cla cac d6i tugng
nghién cu dugdc thu thap theo mau bénh an
nghién cffu thdng nhat tur trudc.

Chi tiéu chinh clia nghién citu la thdi gian
sdng thém khong tién trién (PFS), dugc dinh
nghia la thdi gian tir thdi diém chan doan bénh
dén thdi diém bénh tién trién hodc ti vong do
bat clru ky nguyén nhan nao trong vong 60 ngay
sau lan danh gia cuGi cung. Chi tiéu phu cla
nghién clu la thgi gian song thém toan bo, ti &
dap Ung toan bo (ti Ié bénh nhan dat dap Ung
hoan toan hodc mot phan theo tiéu chuln
RECIST 1.1), va chi tiéu an toan (tac dung khong
mong muon va ti |é theo CTCAE 5.0).

2.3. Phac d6 diéu tri. Phac d6 mFOLFOX6 -
Cetuximab: Cetuximab 500mg/m?, Oxaliplain
85mg/m?,  Leucovorin  50mg,  Fluorouracil
400mg/m? tinh mach trong 5 phut, Fluorouracil
2400mg/m? trong 46h; chu ki 14 ngay.

Phac d6 mFOLFIRI - Cetuximab: Cetuximab
500mg/m?, Irinotecan 180mg/m?, Leucovorin
50mg, Fluorouracil 400mg/m? tinh mach trong 5
phut, Fluorouracil 2400mg/m? trong 46h; chu ki
14 ngay.

Diéu tri dugc tiép tuc cho dén khi bénh tién
trién hodc khdng thé€ dung nap dugc phac do.
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Trong trudng hdp bénh nhan gap cac tac dung
phu khéng mong muén, chinh liéu theo hudng
dan dugc cho phép.

2.4. banh gia diéu tri. Bénh nhan dugc chup
cét I6p vi tinh toan than moi 8 tuan cho dén khi
bénh tién trién. Cac tac dung khéng mong mudn
theo CTCAE 5.0 dugc ghi nhan lién tuc.

2.5. Phan tich va xtr ly s6 liéu. Phan tich
va xU ly so liéu: Cac théng tin thu thap dugc ma
héa, phan tich s6 liéu bdng phan mém SPSS
22.0. Cac phuang phap thong ké s dung gém
thong k& mo ta (trung binh, trung vi), udc tinh
thdi gian s6ng thém Kaplan-Meier va kiém dinh
hoi quy COX.

2.6. Khia canh dao dirc cia nghién ciru.
Nghién cllu dudc su dong y cla bénh vién va
bénh nhan, nham phuc vu cho cdng tac diéu tri,
cham sdéc stc khde nhan dan. Nghién cliru khong
anh hudng dén qua trinh va két qua diéu tri cla
ngudi bénh. Cac thong tin cia bénh nhan dugc
gitr kin. Quyét dinh thanh 13p héi dong s6
2178/QDb-DHYHN.

INl. KET QUA NGHIEN cUU

3.1. Pac diém cha déi tuong nghién ciru.
Trung vi thdi gian theo ddi nhém déi tugng
nghién clu la 23 thang (khoang tir 7-64 thang);
trung vi tudi la 58 tudi (khoang tudi tir 27-74);
55% s& bénh nhan 1a nam; 100% cd diém toan
trang 0 hodc 1, trong d6 60% cd diém toan
trang la 0; dai trang trai la vi tri u nguyén phat
trong 85% sO d6i tugng; hai phac do hda chat
dugc st dung 13 FOLFOX va FOLFIRI vdi ti 1& [an
lugt la 47,5% va 52,5%; 65% bénh nhan dugc
diéu tri budc dau (Bang 1).

Bang 1: Pic diém cua déi tuong
nghién ciru

Pac diém N=40
Tudi (nd3m): Trung vi (khoang) | 58(27-74)
Gidi: n (%)
Nam 22 (55)
NG 18 (45)

10 zo R a0 so 50

Hinh 1: Wéc tinh Kaplan-Meier ciia séng thém khéng tién tridn

e suat sng ibémtodn b

Chi s6 toan trang (ECOG): n (%)
0 24 (60)
1 16 (40)
Vi tri u nguyén phat: n (%)
Pai truc trang bén trai 34 (85)
Pai trang bén phai 6 (15)
Vi tri di can: n (%)
Di can gan 27 (67,5)
Di c&n phdi 11 (27,5)
Di can phuc mac 10 (25)
CEA: n (%)
<5 ng/ml 9 (22,5
>5 ng/ml 31 (77,5)
Phac do hoa chat: n (%)
FOLFOX 19 (47,5)
FOLFIRI 21 (52,5)
Piéu tri budc 1: n (%) 26 (65)
Piéu tri budc =2: n (%) 14 (35)
Trung vi thai gian theo doi (khodng)| 23 (7-64)

3.2. Két qua diéu tri

3.2.1. Pap ng diéu tri. Tong s6 bénh
nhan dat dugc dap Ung véi phac do Cetuximab
két hogp hda chat la 23 (57,5%), trong dé co 8
bénh dap ting hoan toan (20%) va 15 bénh nhan
dap i’ng mot phan (37,5%) (Bang 2).

Bang 2: Pap urng diéu tri (theo RECIST
1.1)

Panh gia dap Ung n (%)
Dap Ung toan bo 23 (57,5)
Pap Ung hoan toan 8 (20)
Dap ’ng mét phan 15 (37,5)
Bénh &n dinh 15 (37,5)
Bénh tién trién 2 (5)

3.3.2. Thdi gian song thém. Sy kién tién
trién xay ra & 100% ddi tugng nghién cltu. Trung
vi thdi gian s6ng thém khong tién trién 1a 12,0
thang (95% CI, 8.3-15.7) (Hinh 1). Tinh dén
thang 8/2022, s6 bénh nhadn t& vong la 21
(52.5%). Trung vi thdi gian s6ng thém toan bo
cla nhom doi tugng nghién ciu la 31,0 thang
(95% CI, 19.8-42.2) (Hinh 2).

0.4
o2

0.0

E:) a0 )

Thix aian s&ng thém todn S (théna

Hinh 2: Wéc tinh Kaplan-Meier ciia séng thém toan bé

Cac yéu td anh hudng dén PFS va 0S. Di cdn gan va di cdn phéi 1a hai yéu t§ anh hudng xau
dén thdi gian s6ng thém khong ti€n trién cia bénh nhan ung thu dai truc trang giai doan IV trong
nghién cltu, trong khi dé di can phic mac tac dong bat Igi dén ca thdi gian song thém khong tién
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trién va thdi gian sdng thém toan bd. OS va PFS la tuong duong nhau & nhdm bénh nhan diéu tri vdi
phac d6 hoa chat mFOLFOX6 hodc mFOLFIRI. CEA I6n han 5 ng/ml la yéu t6 tién lugng xau doéi vdi

thai gian s6ng thém toan bo.

Bang 3: Mot s yéu té anh hudng dén PFS va OS

. ax PFS 0S
bac diem HR (95% CI) P HR (95% CI) P
Di can gan 0,354 (0,126-0,992) 0,048 0,456 (0,107-1,943) | 0,289
Di can phéi 0,421 (0,179-0,990) 0,047 0,731 (0,203-2,630) | 0,631
Di can phc mac 0,204 (0,043-0,976) 0,047 0,145 (0,022-0,963) | 0,046
Phéac d6 FOLFOX 0,724 (0,356-1,469) 0,370 0,804 (0,278-2,326) | 0,687
Didu tri budc =2 0,915 (0,433-1,936) 0,816 0,382 (0,145-1,010) | 0,052
CEA < 5 ng/ml 0,657 (0,264-1,632) 0,365 0,114 (0,024-0,552) | 0,007

3.3. Tac dung khéng mong muon. Cac tac dung khong mong mudn chd yéu la mdc d6 1 va 2
V@i ti 1€ [an lugt l1a 92.5% va 67.5%; trong dé hay gap nhat la viém da dang tring ca (37.5% d6 1 va
25% do6 2), tdng men gan (37,5% d6 1 va 17,5% do6 2) va tiéu chay (45% do6 1 va 17,5% do 2). Cac
tac dung khéng mong mudn dd 3 va 4 chi gp & 40% va 7,5% téng s& bénh nhan; trong dé phd bién
nhat la viém da dang tring ca vdi ti 1€ 17,5%, tuy nhién khdng ghi nhan trudng hgp nao do 4.

Bang 4: Cac tac dung khéng mong muén

Po1 Do 2 P63 Po4 Po 5
n (%) n (%) n (%) n (%) n (%)
Bat ky TDKMM nao 37 (92,5) | 27 (67.5) 16 (40) 2 (5

Ha bach cau 6 (15) 3(7,5 2 (5 1(2,5) 0(0)

Ha bach cau trung tinh 9 (22,5) 3(7,5 3(7,5 2 (5 0(0
Thi€u mau 8 (20) 2 (5 1(2,5) 0(0) 0(0)

Ha tiéu cau 5(12,5) 2 (5 0(0) 0(0) 0(0)

Viém da dang triing ca 14 (35) 10 (25) 6 (15) 0 (0) 0 (0)
Tang men gan 14 (37,5) 7 (17,5) 1(2,5) 0 (0) 0 (0)

Tang Creatinin 1(3,3) 0 (0) 0 (0) 0 (0) 0 (0)

Tiéu chay 18 (45) 6 (15) 2 (5 0(0) 0(0)

Non 9 (22,5) 7 (17,5) 0(0) 0(0) 0(0)

Hoi chirng ban tay ban chan 5(12,5) 2 (5 0(0) 00 00
HOi chirng than kinh ngoai vi 9(22,5) 4 (10) 2(5) 0(0) 0(0)

IV. BAN LUAN

Nghién clfu cla chdng t6i cho thay ty 1€ dap
Ung toan bo (ORR) clia 40 bénh nhan ung thu
dai truc trang giai doan IV khdng mang dot bién
gen RAS/BRAF vd@i phac d6 Cetuximab két hgp
héa chat la 57,5%, thGi gian s6ng thém khong
tién trién (PFS) va séng thém toan bd (OS) lan
lugt la 12,0 thang va 31,0 thang. So sanh véi thir
nghiém lam sang pha III CRYSTAL nam 2009
(phén tich dugi nhdom 172 bénh nhan gen KRAS
ki€u hoang dai c6 ORR 13 57,3%, PFS va OS lan
lugt 1a 9,9 va 23,5 thang)?, nghién clu cla
chiing t6i cé ti 1€ dap Ung toan bd tucong duang,
tuy nhién thdi gian sdng thém khéng tién trién
va toan bd cao hon. K&t qua nay c6 thé 1a do thar
nghiém CRYSTAL chi phan tich dudi nhém cac
do6i tugng khong cd dot bién gen KRAS, trong khi
nghién cltu cla ching téi tuyén chon cac bénh
nhan khong mang ca 3 dot biét KRAS, NRAS va
BRAF. Hai dot bién gen NRAS va BRAF da dugc
chitng minh trong phan tich tdng hgp clia 22

nghién clru trén téng 2395 bénh nhan la yéu t6
tién lugng xau doi véi su dap Ung véi Cetuximab
G bénh nhan ung thu dai truc trang di can*. Hon
nita, ty 1€ bénh nhan ung thu dai trang bén trai
trong nghién cfu cta chdng t6i la 85%, trong khi
thr nghiém CRYSTAL Iua chon bénh nhan dai
trang bén phai va dai truc trang bén trai mot
cach ngau nhién. Phéan tich tdng hgp cia nghién
cru PRIME va CRYSTAL ggi y vi tri u nguyén
phat cd gia tri tién lugng vé sdng thém & nhirng
bénh nhan dai truc trang di can khong cé dot
bién RAS (0S, HR véi dai truc trang bén trai la
0,69; 95% CI: 0,58-0,83; p < 0,0001 va HR vdi
dai trang bén phai la 0,96; 95% CI: 0,68-1,35; p
= 0,802)°. Nghién clru clia chung t6i cling cho
thay di can phic mac la yéu t6 anh huang khong
t6t dén ca PFS (HR 0,204; p=0,047) va OS (HR
0,145; p=0,046). Nam 2017, thang phan do giai
doan TNM d3 bd sung giai doan M1c so véi phién
ban 2010 khi bénh nhén cé di can phic mac,
phan anh day la mot yéu té tién lugng xau.
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Tuong tu nhu két qua nghién cru cia Neugut va
cong su (2019) vé anh hudng cua phac do
FOLFIRI hay FOLFOX d6i vdi thdi gian sbng
thém, nghién cltu cta chdng t6i ggi y hai phac
d6 nay khong cd su khac biét vé PFS va OS®.

Trong nghién cu cla chung t6i, 40% bénh
nhan xudt hién viém da dang tring c3, trong do
25% biéu hién & mic dd 1-2, 15% biéu hién d6 3.
Két qua nay co nhiéu tuong dong vdéi nghién clru
CRYSTAL vdi ti 1€ viém da khdng nghiém trong la
35,8% va chi co 3 trudng hop (tuong duang
0.5% g&p viém da nghiém trong). C6 thé thdy
viém da dang triing ca la mot tac dung phu kha
thudng gap khi diéu tri véi Cetuximab; vi thé
trong thuc hanh lam sang can chd y phong ngura,
st dung cac thubc ho trg, diéu tri kip thai theo
tirng muc do. Ngoai ra, tuong tu nhu két qua cua
nghién ciu FIRE-3, phac d6 hda tri két hgp
Cetuximab trong nhdm bénh nhan clia ching toi
cling ghi nhan mét s6 tac dung phu hay gap khac,
chd yéu & do 1-2 va khong cd bénh nao & do 4-5,
nhu tdng men gan (50%) va tiéu chay (60%) (so
V6i ti 18 67% va 57% cia nghién ciu FIRE-3).
Nhu vay, nghién clu nay ciling nhu nhiéu nghién
cltu khac da cho thy bénh nhan c6 thé dung nap
tot véi phac do6, cac tac dung phu khéng mong
mudn ¢ thé quan ly dugc.

V. KET LUAN

Phac d6 Cetuximab két hgp hoa chat trén doi
tugng bénh nhan ung thu dai truc trang giai
doan IV khong c6 dot bién RAS/BRAF cho ty Ié
dap Ung toan bd cao (57.5%), trung vi thdi gian
sdng thém khéng tién trién va séng thém toan
bo lan lugt la 12,0 thang va 31,0 thang; kha
nang dung nap vd@i phac do tot, cac tac dung
khéng mong mudh cé thé quan ly dugc.
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Muc tiéu: Danh gid két qua cla khang sinh nho
tai cho Levofloxacin 1.5% trong du phong viém ma
noi nhan sau chdn thuong nhan cau hg. Poi tugng
va phuong phap nghién ciru: nghién ciu mo ta
tién clu khong cé nhom chdng trén 50 mat chan
thugng nhan cau hd dugc diéu tri khoa Chan thuong
mat bénh vién Mat Trung Uang tir 8/2021 dén 4/2022.
Két qua: Ty | gisi nam/ nif trong nghién cltu xap xi
2,6/1. Tudi trung binh cta cac bénh nhan trong nghién
cuu la 34,84+14,15 tudi (nho tudi nhat la 3 tudi va I6n



